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WHAT IS CLA I MED : 

1- (Original) AcumpoundofFomiulal: 




Kormnla I 

or a phamiaccutically acceptable salt, hydrate or prodrug thereof, 
wherein: 

Z is N or CH; 

X' is O, NR'^ (where R"* is hydrogen or alkyi), S or C=0; 

R' is alkyl, cycloalkyl, cycloalkylalkyl or CHa-alkenyl; 

R^ is hydrogen, alkyl, cycloalkyl, cycloalkylalkyl, aryl, aralkyl, haloalkyl, 
hctcroalky], cyanoalkyl, alkylene-C(0)-R^* (where R^' is hydrogen, alkyl, hydroxy, alkoxy, amino, 
monoalkylaniino or dialkylamino), amino, monoalkyl amino, dialkylamino, acyl, or NR^^-Y-R^^ 
(where Y is -C(0), -C(0)0-, 'C(0)NR^^ S(0)2 or S(0)2NR^^ R^^ R^ and R^' are independently 
hydrogen or alkyl; and R^'' is hydrogen, alkyl, cycloalkyl, cycloalkylalkyl, heteroalkyl or optionally- 
substituted phcjnyl); and 

is alkyl, haloalkyl, aryl, aralkyl, hcteroajyl, heteroaralkyl, cycloalky), 
cycloalkylalkyl, heteroalkylsubstituted cycloalkyl, hctcrosubstitute<l cycloalkyl, hcteroalky), 
cyanoalkyl, hclcrocyclyl, heterocyclylalkyl, or -heterocycloamino-SOi-R^^ (where R^^ is haloalkyl, 
aryl, aryalkyl, hetcroaryl or heteroaralkyl). 

2. (Original) The compound of Claim 1, or a phannaceutically-acccptable salt tliereof, 
wherein X' is --0 
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3. (Original) The compound of Claim 2, or a phamiaceutically-acccptablc salt thereof, 
wherein is alkyl or cycloalkyl. 

4. (Original) The compound of Claim 3, or a pharmaccutically-acceplable salt thereof, 
wherein is cycloalkyl, cycloalkylalkyl, heteroalkyliiubstitulcd cycloalkyl, helerosubstitiUcd 
cycloalkyl, hctcroalkyl, helerocyclyl or hctcrocyclylalkyl. 

5. (Original) The compound of Claim 4, or a phannaceutically-acceplablc salt thereof, 
wherein R^ is cycloalkyl, hclcroalkylsubstituted cycloalkyl, hcterosubstituted cycloalkyl, 
heleroalkyl or hctcrocyclyK 

6. (Original) The compound of Claim 5, or a phannaceutically-acccptablc salt thereof, 
wherein is optionally-substituted heterocyclyl. 

7» (Original) The compound of Claim 5, or a pliannaceutically-acceplablc salt thereof, 
wherein R'^ is hydroxyalkyl or alkoxyalkyl. 

8. (Original) The compound of Claim 1 , or a pharmaceutically- acceptable salt therwf, 
wherein R^ is hydrogen, alkyl, aryl, cycloalkyl or hcteroalkyl, 

9. (Original) The compound of Claim 8, or a pharmaceutically-acceptablc salt thereof, 
wherein R^ is alkyl or hydroxyalkyU 

10. (Original) A compound according to Claim 1 , having the Formula (F '), 




wherein, 
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r' is alkyl; 

is selected from hydrogen, alkyl, aryl, cycloalkyl aiid heteroalkyl; and 

is heiefoalkyi or heterocyclyl, or a phamiaccutically-acceptable sail Ihcrcof. 

11. (Original) The compound of Claim 1 0, or a pharmaccutically-acce|ilable sail 
thereof, wherein R'^ is selecletl frnrn (l-hydroxy-2-metliyO-prop-2-yl, l^hydroxy-pentan-2-yl, (S)-l- 
hydroxy-1 ,2-dimclhyl-propyl, (y<;-2-hydroxy^l ,2-dimcthyl'propy1, 0S)-2-hydroxy- 1-methyl-ethyl, 
l-hydroxynietJiyl-<yclopcntan-l-yl, 2-hydroxy-2-methyl-propyl, 3-methoxy-1 (2-methoxy- 
clhyl)propyl, tetrahydro-2H-pyran-4-yl. 1 "(niethylsulfonyl)pipcridin-4-yl, l'carboxyethyl)piperidin- 
4-yl, l,l"dioxidotelrahydro-2H-thiopyran-4-y], and morpholinyl. 

12. (Original) The compound of Claim 1 0, or a pharmaccutically-acceptable salt 
thereof, wherein: 

R*is ethyl; 
IS methyl; and 

R*^ is selected from (l-hydroxy-2-methyl)-prop-2-yK l-hydroxy-pentan-2-yl, (S)-2- 
hydroxy- 1 ,2-dimethyl-propyl, {7?;-2 -hydroxy- 1 ,2-dimethyl-propyl. (iy)-2-hydroxy-l -melhyl-clhyl, 
1 -hydroxy]iiethyl-cyclopuntan-l-yl, 2-hydroxy-2-methyl-propyl, 3-methoxy-] (2-methoxy- 
cthyl)propyl, telrahydro-2H-pyran-4-yl, 1 ^(methylsalfonyl)pipcridin-4-yl, 1 ^caTt>oxyelhyl)pipcridin- 
4-yl, l,l-diuxidolclrahydro-21I-tliiopyran-4-yI, and morpholinyl. 

13. (Original) Tlic compound of Claim 1 0, or an isomer, prodnig, or phannaceiitically- 
acccptablc salt tliereof, having the formula: 




wherein: 

X is -O- -"C(-O)-, -N(r''°)-, or ~CH(R ''^^)-; 

R^^" is selected from hydrogen, C,.4alkyK -C(-0)R^^ -C(0)2R'', and - S(0)2(Ci^alkyl); 
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r'^^ is selected from hydrogen, C,.4ulkyl, -OR^\ -C(-0)R^', -C(0)7R''> atid -S(0)2(C,_4alkyl); 
R^^ is selected from C,_4alkyl, oxo (=0), ^ 0R'^ -C(-0)R^', -C(0)2R^\ atid -S(0)2(CMalkyl); aaid 
R^^ is at euch occurrence independently selected from each otlierR from hydrogen and Cj^alkyl; 
^ is 0 or 1 ; and 
r is 0, 1 or 2. 

14. (Original) The compound of claim 1 3, or an isomer, prodrug, or pharmaceutically- 
acecptable sah thereof, wherein X is -N(R" V. and R^^" is ^S(0)2(CMalkyl), 

15. (Original) A pharmaceutical composition comprising: 

a pharmaccutically acceptable excipicnt; and a compound of Claim 1 or a pharmaceutically 
acceptable salt thereof. 

16* (Original) A method for treating a p38 mediateil disorder comprising administering 
to a patient in need of such treatment, an ciTcctivc amount of a compound of Claim 1 . 

17. (Original) The method of Claim 16, wherein said p3S mediiitcd disorder is 
rheumatoid arthritis, ankylosing spondylitis, psoriatic arthritis, Crolins disease, inituble bowel 
syndrome, inflammatory bowel disease, psoriasis, adult respiratory distress syjidrome, asthma, or 
chronic obstructive pulmonary disease. 

18, (Original) Tlie method of Claim 1 6, wherein said p38 mediated disorder is 
Alzheimer's disease. 
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